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1 «fctt2«EU:©HMG- C o A«^»3j||ja^o*^a*fflJliL»«Jfcfi!4-r5\ 7f-f # 
*^>j££if 51 ; ®7x^f #**^>jliL£©»**&ttW; -f >x U : >JS8itt BfcS ; » H 

tte& eiw, »«JS£^trh «jfbj££. jra»%>b<»a»»aflafii©i&**fcr4' 

&<ktf* «felXttllM*©fWfc*&fcH4bTV*S (Maeda, L 5, Biochemical 
and Biophysical Research Communications, 1996 ^221#, p. 286-289). 5^fc> AI5tS§ 

&sej§, mmffi&rz\mwg<Dmm'v)z> iLt7r^^^f>s^ astut^o (oucm, 

N. S>, Circulation, 1999^, ^100#, p. 2473-2476 ; Lindsay, R. S. 5, Lancet, 2002^, 
81 360 ^, p. 57-58 ; Ar it a, Y. £, Biochemical and Biophysical Research Communications, 
1999 ^ 257 ^, p. 79-83)* Sfc* Wfefc**#lC*V>T, i'f7f^ #**^>Jg|&WS 
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$B5tn:v>5. (Zoccali, C. <=>, Jounal of American Society of Nephrology, 2002 $$ 13 
p. 134-141). LtcOfiiT, if 7f >»*OfiTl/fcm V*IJ)5lS7f^# 

&Mra&ft&lCNSU £tlS©«#WfcliCH©-<- OT&££#*StVO>£ (Weyer, C. 
S, The Journal of Clinical Endocrinology & Metabolism, 2001 ^, ^86#, p. 1930-1935 ; 
Hotta, K.6, Diabetes, 2001 H50#. p. 1126-1133). Lfc^oT. <l7T^^^f> 
M©»*fctt*l»tt»«75^#***>Jto£^ 

7x^**3 1 >«, THP- i«A©**A£*Ufc^©ifeft &»#?©8fl> jtrtWHT 
«BOiHb*J:r^ir-n 7 7-5>©itolMW*3MIT*flMB*#T* £ Stiw* 

(Ouchi, N. 6, Circulation, 1999^, $ 100 #, p. 2473-2476; Ouchi, N. 6, Circulation, 2001 
¥, IS 103 «, p. 1057-1063;' Ari ta, Y. S, Circulation, 2002 *f , $ 105 p. 2893-2898; Ouchi. 
N. 6, Circulation, 2000 ^102#, p. 1296-1301 ; Yokota, T. 6, Blood, 2000 3s ^96 

m, p. 1723-1732). z.ne><D±#to$imt, mm&fc<Dm&<DmmmrmzLz*ntbim&v 

&0«(Ross, R. 5, Nature, 1993 IS 362 #, p.801-809), 7x^*£3 t >#5K-f 

£i#*$ftTVi£(Okamoto, Y. S, Circulation; 2002 ^, £!106#, p. 2767-2770). 

H. S, Diabetes, 2002$v8Sl#. p. 2325-2328). jS7f-f **^5 t >JlU^FT«:, «f >XU 
>aafttt*«i*T*!ia:3fi«»6nT*D (Weyer, C. The Journal of Clinical Endocrinology 
& Metabolism, 2001 ^, ^86#, p. 1930-1935 ; Hotta, L £, Diabetes, 2001 '^50#, 
p. 1126-1133). Ifr^xJWcSSViT, 7x/#**9 1 >©8:##> >f >X U >atttt©3k»» Iff 
KT©«^©»«M*©a&***U i^tf^JB 6ft (Yamauchi, T. 

S, Nature Medicine, 2001 ^ 7#, p. 941-946 ; Berg, A. H. 5>, Nature Medicine, 2001 
#,^7#, p. 947-953; Combs, T. P. S, Clinical Investigation, 2001 #,^108#,p. 1875-1881). 
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wmwwm (mmmm, ' tt\*mm®£5tz§im%mm<DM*&)mm-c 

$>%t%%.t>tl (McVeigh, G. B. 6, Current Diabetes Reports, 20035s B3#, p. 87-92 ; 
ChandhuriA. Current Diabetes Reports, 2002 W, 2 p. 305-310; So risky A. S, American 
Journal of Therapeutics, 2002#, |g9#, p.516-521), ±lB£«SflWl©te*3:fcttTOfc 

±5&OJ:5lC7x^^^f : ->tt, <>*U>«tttt9S^tf (Yamauchi, T. 

S, Nature Medicine, 2001 ^, B7#, p. 941-946), 7?4i£*>7^><Dm&*m®tZ>m& 

tmmm. mmm&mm. wmmxmm <mmma&. tvommomm^tz 

JRftft©UX^S±#S-a-«JfflBtLT'>>HD--AX (Syndrome X), ***U yi'SO'KD 
—A (metabolic syndrome) $<D^tf&il3*rrtr>& (Reave, G.M., Diabetes, 1988, ^37 
#,p..l595-1607;DeFronzo, R.A. etal.. Diabetes Cara, 199l¥,^14#,p. 173-194;Matsuzawa, 
Y. , nihonn-naikagaku-zasshi, 1995 *fs ^84#, p. 209-212). ±i2©<k?fc7T r ^ jtf^^ 

£&«TOfc«#U#£;ii)&>S,7x4 #^^^>©^^li^-r§^iJ«,-»r i o-AX, 

s«^r#fe we, fiftis, »i»sas£tr), ^jfumi, flB*5t>L<«ft 
\zmm%. film gm«& we, aim si&KJis^ty), « 

MEM. Bffih U < tt^JKS^^^^fcttW©^*©^^^^ UTWffl-Cfe^o 

TT^tf^^S^aaftUBSwTCitfasnwS** Maeda, N. 5, 

Diabetes, 2001 ^, ^ 50 p. 2094-2099. , Bensaid, M. 5, Molecular Pharmacology, 2002 
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Jg 360#, p. 1623-1630. HMG-Co AMTcWBRBIWjl^Tx-f #**?>k£*3* 

HMG-CoA (3-fcKO*^-3-*^;i^;i/*U;i/-CoA) MtcMEES», 1*» 
JflU£i&SaitUTa:<tt6hTVi* (fflX.tfv3rattlttff 4346227 *9UMNF). T^^Sifc^ 
^8fcHMG-CoA»7G^IB«F»T*D, ft* ©ttftftUfc £ tK t HTOaiJS^S&SMI 

l>&'(fgX.ft MacMahon, S. S, Circulation, 1998^, ^97#, p. 1784-1790. , Shepherd, J. 
£, Lancet, 2002 ^, ^ 360 #, p. 1623-1630. , Freeman, D. J. 5, Circulation, 2001 ^ 
103 m, p. 357-362. 30. 

b^u^e., hmg-coastc^e^ri^, iik^l < tttS££i©ft£3&$, * 

Sfc, £ SiOHMG- C o AjSTcBSBSfflltf, -f >X U >J£JnttSfc#ffrB *^TT S £ 
aftS*lTV>*** (fVX.lf v Muigaloglii, L. 6, Metabolism, Clinical and Experimental, 2002 
^51#, p. 409-418. , Cingozbay, B. Y. 5, Journal of International Medical Research, 
2002 ^, ^30#, p. 21-25. > Paolisso, G. S>, Atherosclerosis, 2000 3s ^150#, p. 121-127. 

BS9I©IBjR3 

#5&BJ§#£«> HMG-CoAjgjcSiitffigaij&J, «nfc75^#**^>££J»3*#Jl«* 
U 7f^ #**^>S£J»!ft ; «7x*#**?>JiLfc©il^*fclttH» ; -f >X U >fii5i& 

^©J&S^fcttTO ; *«k^ (£7x^ < tt-f >X U >i&M&£ftlMaBB 
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*m msmttm Gnats. v& nmm. anm* mm&m*Gts)s Misasm. 

1 SSfett 2 «£U©HMG- C o A®t5^^E§^1 (D^WmZMskW!® 5 , 7r-f # 

urn, nmm, &kb. wmsvA^^ts). me& Km%v<\mmmaE<i>mm^ft\t 
far? j •$*2 : ?->!km*>L< >x u >mi&0.mt\z.mmtz>, mmm. 

(1) i«fctt2SKU©HMG-c o Aa^Mtfaft^i^tuT^rrfty^-f # 

(2) hmg-coastc»*e«?bi^' 7jnw?>. unx9*>* ss>nw?>, y 

)MZ95->, irUA'X^X yWWlX^X \Z9n*9<?>. nx/t^^5 1 > 

(3) HMG-CoAM7C#mifiM#> *»ttOHMG-CoA«jc»*|ja»SlT*« (1) 

(4) HMG-CoA«7C»*Ba«(SI*i» ^A*7.^5 1 >feU<tt-5-©^#:, iitf, DX/^ 
^^5 l >«>U<tt*©||*||c*6&*WJ:DWSn*aslWT*5 (1) ©E^ffi^ 

(5) HMG-CoA«7G**B#a«*, itfo;ut*^>a»&&.5*i 0 

a&3n*SBMT*s (i) ©Enm^, 

(6) HMG-CoAjSbc»*B*a^ ^A'X^^T'&S (1) ©Eg&J&KK 

(7) ia*fctt2«a±©*»tt©HMG-CoAjt55»M^*^l«»tbT^WrS 
i7f-f #^^5P->JlU£©»«SfcttTO©fc»©EaQW»»» 
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( 8)*^ftOHMG- C o AflE£*XIB*SW* ^v)\7,^> % V < «■£-©&&#, £<ktf , 

*»j;D«3ft*aBWT** (7) ©«ia®», 

(10) *»ftOHMG- C o Ammmm^m^> 7*7rtX??>T&Z (7) ©BJfefiJ&fc 

(11) 1 «*fctt2a£U:©*»tt©HMG- C o AjBTcWSRfiftWS^^t UT^TT 

(1 2) *»tt©HMG-CoA«7C»*fiSR(W«J, :/?;tX*^>fcU< !«■©«*#, 
tf, nx/t^^>*t<t*4©W^SMIW:D«sn*IBIiT** (11) ©E^m 

fr***owsn*ifiMT** (id ©Ex&jsttK 

(14) *^tt©HMG-CoA®7C^B$ffl3&«, ^/t**^-?** (11) ©E^iffi^ 

(1 5) l«fctt2i^OHMG-C o Al^ffit«*«aj^iUW*:>>l< 
n-AXt>UI^^^U y ^5/>^n-A©»**fctt^»©fcj6©|E«BBJ«*» 

(16) hmg-coastc^e^i^ -Jvnwf-y. unwf-y, 5/>/u^f> v 
yj^n^f-y. ■feu/tx^>, rMwu^x tf^Ax*^, nx/u^' 

>Wft5Sit)S^$tl5»g5 C15) 

(17) HMG— C o ASTcBSfiSffltf. *^tt©HMG - C o Afi7C»*ESS!lT&S. ( 1 
5) 

/xx^5 t >t»u<'tt*©»t^5&*»j:o«snsaeaT?»s u s) ©£%&$«-, 

(19) HMG-CoA«7c»*B»a3ft*,'^5Ax^^>*«k^nx;tx^^>*»6&S»J:. 

owsnsSE«T*s (i 5) ©sfeariafc, 

(2 0) HMG-CoAfi7c»*l!&«fflWt, ^7;U^f>T*5 (15) ©Bg6Kj£«r. 
(2 i ) 1 tSfctt 2aK±©*»ttOHMG - C o AS7cRKfi«J||^^2: l/T^tt 
«AJiLJBEI&©m&&»?Rr©^ft©BaSaj$<to« 

(2 2) **tt©HMG-c"oAjl5c**E««*t, 7?/tt*?>"fc>b< «*©«**, 



WO 2004/096278 



PCT/JP2004/006100 



(2 3) ^tt©HMG-CoAa^**fi#»*«, 77n*93->%>£.T$U7>rt7,$$ L >ft*> 

fzzm&vm&nzmtz&z (21) <o%mmm, 

(2 4) **tt©HMG-CoA«7E«*B«ll^ y7/U^f>TfeS (2 1) ©gg« 

(2 5) ia*fctt2iS^±0*^ttOHMG-CoAS7cSmaTO*»^tLT^W1- 

(2.6) *«Mt©HMG-CoA«7aft»IB«tt*«» :75/X*^>%>b< tt*©l|SMfc 
IK, PX;tx^>feU<»4*©«»»6&S»J;D«*n*JBaT** (2 5) omm. 

(2 7) *jWtOHMG-C o AX7GB*IB$fttf. ?5/t**^>43J:tf nX/W*^>jfe5 

a«#«kDaR*ns«si'r*s (25) ©E&&j£tt. 

(2 8) *jaftt©HMG-CoAfi7C#*B««*J, :/7/tX*^>T&3 (2 5) ©g^m^ 
(29)1 2 a£U©*»tt©HMG - C o A«7G»3it|fi5a!|£*3&&# t UT^TT 

*»R«^©»«©fc»©isasaris«, ' 

(3 0) *»tt©HMG-CoA«7cS#H««*«* ^;X^^5 t >%» L< «•*©«##, *5«fc 
tf. □X/^^5 L >'bL<K^-©g|^^e.^^J:05l^$ns^J-eS5 (2 9) ©g%m 

(3 l)2K«Mt©HMG-CoAabc»*lia«a^ 75nxjr7>**tfnxn7>93 : >fre t 
fe*»io«*n*WWT*« (2 9) ©BaHMMfc, 
(3 2) *»tt©HMG-CoA«5c»«ia«a^ y^AX^^Tf&S (2 9) ©ESmffi 

•. • .' 

(3 3) ia*fctt2@K±©*^tt©HMG-Co AJl^^ia#^*^j|^tUT^-r 

(3 4) *»tt©HMG-CoA«55«*E««*«» ^/t^^fclXtt-tOWWk 
CJf. ox;^^5 i > , bU<«-€-©SI##^&75:^J:D^$ni>MT^« (3 3) ©ES3S& 
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(3 6) *»tt©HMG-CoAfi7n#*lfi»SI^ 77/tX*^>T&£ (3 3) ©E^M^ 

(37)1 2 aa±©*»tt©HM g- c o AMjmmmm\z&Mfr t ut*rr 

(3 8) *^tt®HMG-c o AM^mmmmn-tfi, 75/i*^>fcu<tt*©»iWfc 
uzKx?^>hv<\t*mmm*ttzm&Qm&i£nzmiv&z> (37) ©g^a 

(3 9) *»tt©HMG-CoAj»7C»*B«a^ 75/tX^>*«fctKn;*;tX^>)fe& 
fcStteDg&SttS^jTfcS (3 7) ©BOftttUfittt 

(4 0) *8tt©HMG-CoAjraB*M»*<* ^7/U^f>l?S5 (3 7) (DmMMfc 
to* 

(4 1) iiffctt2t^±©HMG-co AMnmmm%mm®m*&!mto\z&j*-tz>7 

(4 2) lfl*fctt2^±©HMG-C o A«^»*BTO©^«SfiJliiW»lca#-r*^ 
>Hn-AX«bb<tt^>#Uy^5/>Fn-A©i&**fcttTO©fca6©^ 
(4 3) HMG-CoA«5nB*E«id^ ^AT^X n/t*^>, s s>KX9?>. 

>*Sfc*«M:DWSnsllBWT** (4 1) Sfctt (4 2) 

(4 4) HMG-Cx>A«7C»«B«lfll38«, *«Ftt©HMG-CoA«7C»*E«llT** (4 

i) (42) ©m 

(4 5) HMG-CoA«7E»*B«W*t, ^/t^^fcL <»«•©»*£, *5«ktf, 
AX^5 1 > I feb<«-€-©^#:A^^S#J;D^$n^^lT2&5 (4 1) Sfctt (42) © 

m 

os^*nsn^iT*5 (4D s&m; (42) ©m 
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(4 7) HMG-CoAjB5«M&H#»*^ ^/tX^fVTfc* (4 1) &Tc\Z (4 2) ©# 
SU . 
(4 8) lSSfett2SI^±07K»©HMG-CoAS^^ia^OW^**aJfiLl&^fcfS 

(49)1 2 a£U©*»tt©HMG- C o A&^&$|&^©^a«ajdiL»ttKtt 

(5 0) ia*&tt2«£U©^tt©HMG-CoAj^»*lBM©^^*mJUK*Cta: 
W**liLjaai^^*fctt«©fc»©:m 

(51)1 'fflSfcfct 2 «fiUh©*tttt©HMG- C o Afei^I&^©^S£i@Aftttfcfi 
«SJEa©»*SfcttTO©£»©:*rJfc 

(5 2) ia*fctt2att±©^tt©HMG-coAa^»*fiM©^«auw^fcia . 

(5 3) lffl*fe«2tt»±©*^1t©HMG-CoAS%pmia^J©^a*SJfiLSl^KS 

ftp* nmft««tr), ttJEEfe Btt%)b< »a»R«fti©^*fcttTO©fc»©m- 
(54)1 BSfctt 2 i«±©*ittOHMG-C o Ajt^g^|i£^©^a*i&jfoJftW;:8: 

ZTS-i >^U >JISitt»l:gHt5, l^jfiiffi^, BE^ ! bb<«S)MM'fb€©?&ti^fc« : ? 
I»©&j6'©*St, 

(5 5) *»ttCDHMG-CoAiKI«l«l^ !/5/t**9 1 >:&J:l*n;*/t*^>tf>&' 
'fc*IM:D*R*ft**a , TNfc* (48) 75S (5 4) ©V>1"tt^©m 

(5 6) *®&0HMG-coAmxwmmmmti> 77rt7s* u 8) 755 (5 4) 
©v>rn^©^ sfcwu. 

(5 7) aihMrtttffc hTf&S (4 1) 75M (5 6) .©V>m#©2fah?**. 

*5&W©W&Jfc4Hfe£*T*5HMG-C o AjS5c»3taa»ffl»4»HMG- C o ASTcMfi 
W^*w-rft^«T*ntf,' 4frfcR£ttfc<, «*K, #P1B3 57-2240 ^* (#a#if$g 
4346227 ^Bjjjffl^), tfHiB 57-163374 *t£^g (#B#fiF£ 4231938 56-122375 
mM <M®Wm 4444784 ^*B!*), ttHH 60-500015 ^a (*g#ffSg 4739073 #HJl*ffl 
#), 1-216974 *£^'C*BHMHB 5006630^88*), 3-58967 *&a (#S# 

5273995 #HJi|ffl», #g§¥ 1-279866 # (#B#mg 5854259 ^Rtflg 5856336 ^BJilffl 
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m)> #H¥ 5-n884i wmftftm'MmiQ^mim) fcia«csnfc, hmg- 

C o A^**BWJl**T*fc£*tefctt*nS ®88l±ift££ttS*£<b U < «xXt^ 

*5BW©*»J^fl5^T*«HMG-CoA«^B*fi«Mfc*V>T» □ 
X/tX^^O^^^^ttOHMG-CoA^cBHRBiFatt, *56WR:*Vi 
T, *»ttflDHMG - C o AS7Gff*B**lttt U (pH7. 0 75M 8. 0, ffjgfctt, pH7. 0 

75S7.5, iDffji{C«. PH7.0) £ 1 -^^^y-^O^TSI^Lfc^SS^ScOMSc [log (1 
-^^^y-J^OK^S^/i^W^O^^K^)] 75« LOOT (Sm\z\t. 0.564 
T, .kOfiFBfcWU 0.06TF) T**HMG-CoAj»5cB*B[iBH(Tf»S (McTaggart, F. 6, 
The American Journal of Cardiology, 2001 ^ 87 p.28B-32B ; Chapman, M. J. S, 
Atherosclerosis Supplements, 2002 3=, p. 33-37 ; Shimada, Y. Progress inMedicine, 1998 
3§18#, p. 957-962). -iBSHEfi&Rtt* [Partition coefficient (n-octanol/water), 
0ECD guidelines for testing of chemicals, Section 1, physical chemical properties, Paris, 
1981 p. 107, ; Shimada, Y. £>, Progress inMedicine, 1998 f&\sm, p. 957-962] £fc 

*fcv*56W©^3»J«5Hl:*«n?**HMG-C o AB^»*E«RHfc$5V>T, -tww? 

ViT> T^-rtt^^ORiWWi, #WBS 57-2240 (#B&i*fg 4346227 ^IJ3*[») fcffi 

«$nfc,HMG-c o AMnmmmwftm*GtzfcG®&rc\t*nz0m£±ft®isnz& 

%L<«XXx;PT&»3, DXAX^^XD^^tt, 5-178841 WxM OfcTOWfl 

5260440 #^SB#) KEfcSftfc, HMG-C 6 AaBB»*fi»fPffl**rr«fl:^«*fctt**l- 

y7/U^f>H #1803 57-2240 (gBttflttg 4346227 *9Ifl|*) fc|B«Snfc, 

(+)-(3R, 5R)-3, 5-i?t H n*->-7-[(lS. 2S, 6S, 8S, 8aR)-6-k h* □^i/-2-^9 1 ;i^8-C(S)-2-^5 1 
;i/^U;P^>>]-l,2,§,7,8,8a-^^rU-k Kn-1-^7?;M'V?*>*T*D, ^O^gilfr 

n/t**3P>«» #HBS 57-163374 ^&$g (KBttftg 4231938 fc!E«£n&, 
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(+)-(lS, 3R, 7S, 8S, 8aR)-l, 2. 3, 7. 8, 8a-A^U"t H n-3, 7-*7*3\n^8-[2-[(2R, 4R)-x h V k H 
D-4-k h*O^S/-6-^V-2H-tr7>-2--f JWX^M-l-^-^^ (S^-p^l^l^ h 

56-122375 *t & & 4444784 * 9i tt * ) E ft § *l fc > 

(+)-(lS, 3R, 7S, 8S, 8aR)-l, 2, 3, 7, 8, 8a-A*tfk H 0-3, 7-v ? ^5 1 ;p-'8-[2-[(2R, 4R)-x h ? k H 
n-4-h FD*->-6-**V-2H-tf7>-2-r Ml?*]-l-7-7^ 2, 2-7* ^T*^- h 

60-500015 WjOMl QkWffin 4739073 #W«BW IdBttSflfc, (±>-(3R\5S*,6E)-7-[3-(4- 
7^*n7xryp)-i-(i-^^x^)-iH-f > H-;P-2--f ;W-3. 5-5?fc Ka^-e-ATx 

U£A«») *ft^rr*. -feU/tX*^>tt. 1-216974 *f&& QKHttflFl* 5006530 * 

mmm) fciBfcStlfc, (3R,5S,6E)-7-[4-(4-7;l'^D7xx;W-2,6-i?-(l-^5 1 ;VX5 1 ;W-5- 
^ h^^^fc!U^>-3-r;W-3, 5-~7k Kn*v--6-^7^7ffiT'&9>^0^±ffg£ft 

/t^^tt; #H¥ 3-58967 ^&$g (jfcBttflMB 5273995 *Hftllft) fcf38£*Lfc, 
(3R, 5S) -7- [2- (4-7;i'^ □ 7 i-JW -5- (1-* ^^X^JW -3-7 injH-71-^7 S/jfrJU 

#x;HH-fcfn-;M-f;W-3 f 5-'7t Hn^'>A > 7 , ^>^-T?feO, ^o^S±W^$ti5m%> 

KttXXf^ ■<#l*H'±«7>JWt**?><D 1 /2 A^>!7Ai© Sfi^f S. k*A* 
X^^HU 4*M¥ 1-279866 #4^1 (#S#WSI 5854259 5856336 ^8ffl#) fcSB« 

Stlfc, (E)-3,5-7fc HO+S/-7-C4' -(4" -7MD7xr;W-2' -S/^nynKK/'J> 

-3* v;w-6-^7x>in?fcD, ■e©^s±fi : ^$n5m'feu<ttx7sT-;i' JtSk 

?rt7s*9-><01/2X)UzsV&mm) DX/U>f>tt, 5-178841 ^ 

ft 5260440 *9§«m) fcE«anfc, (+)-(3R. 5S)-7-[4-(4-7;^P7xx;W-6- 

-f v 7"n t!;p-2- (n-* ^;i/-N-^ * >x;v^x;v7 $ / ) t: u 5 ? >-5--r ;W -3, 5-7 k h* p 
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COOH 
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COOH 



*J:tf*tt&©g£«©:£rCHU *56WOHMG-CoAS5c»*H«UK^Sn*. 
±IBHMG- C o AM7c#mE*»I©7KfP^ s b,*%K©HMG - G o AijnlfMl;^ 

*»«©««ia6»T**HMG-CoA«75«*fe»ar4, &&©#& [09*.tf, #SBS 
57-2240 (^a^WS 4346227 TOfflg), #HII8 57-163374 *f 238 OtEBttlMB 4231938 

•^BJSB#), #H§BS 56-122375 ^QM <#H4*fr£ 4444784 #g|Bg 60-500015 
GKBtirfftS 4739073 ^mmm). #IS¥ 1-216974 ^« (#B#tf!g 5006530 ^iMS), ft 
M¥ 3-58967 %'&m (*H4*«F® 5 273995 #9J*I|*) , 1-279866 GfeBftW^ 5854259 

TOtffl 5856336 5-178841 (#B#ffFS| 5260440 ^BJjji#) «] £fc 

[g||±©fiJfflT>IfE£J ... 

. #5iiE©#«#T&5HMG- C o AaiSBWfi^fflSESSIChEiia©***^!*^^© 

vittM©^3i±M$n^, km, »^3W*ifi-&bT, &sa, fjj-tm* mm* 
mu m >>D5/7i ho-^j, B»ai , bb<r4*L»i*©«3wtbT» 

■13 
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SMfli. m\hv<\mmi^<DUntLx, #mumz wattt, 
en m*& ss^au mmem. mat, %<m* ssfjew, jgftjmsK #m 

9Ufc T>xh-;k y^lf h-^©J:3a:«WM|s; h^nn^^/X 

i»ff>^>, 7;i'7 7*-^5 i >y p x x^xhux *;p#^->^5 1 ;Px>y>©«k5*x 

-*mm# ; 77tf7^A ; f^Xh7> ; *fctt, 7*5 09 
^«7;i/5-r>A, &®#;k>7A, ^^^7^5>mv^->^7 
A©«J;5fc&&«LSi#* ; U >Hfe*;^9A©«k535:U ; i^&^SAOiS&ISK 
*; *fctt» »*^->^A©A5»:iaKI[T*0#<5. 

xf- > ^ 0 3 0 #5. 

SAO^S&XtTU >«&JBtt; 3D>f K3/U* ; fc*-#A, ^b^©J:5ft79^za ; 
« ; if x ) ; D L D-f ~» ; 7 5? £>&©<£ 5 fc#;W«>ttSl ; ftJMWW- h 

U 7 A©«fc 5 fc#;W*>*?- h U 7 AM ; W&jr HJ 7 A©«fc 5 fcl»£ ; 5 7 U JMfflfc** h U 
7 A, 5^U^a«^*S/^A©J:5fe9^U^«WI[;«*ail, «•#»«©* 3 fc« 
±B©K»«lfc*W*x>'7 , >«iW|rT?*D#*. 

#fcfc7;P$x£A©J:5fc^*ttfcft; 5SU;WlfflW-H;£A» T.x7U >K#;k>7A 
©J:5feBK*>ffIBfiHta ;*^>-!f^3=:^A©J:53&:HK*>*lii?SHt«l ; # 

14 
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T)Vm\ 9uu79 K>V)V7frzi-)\>, 7x-;i/X5 t ;U7;i'3— ^©J;5«:7;P3- 

□-;k ^u^>-x5 1 ^>y;nf^>iig^x75 i ;i'iiT-a5D#§. 

*5SW©*RttriS»T**HMG-CoAjl7C«(ffi«att, U»4tl th) 

liaSfcDTRIO. lmg (jffjgfctt, 0. 5mg), ±Hl 0 0 Omg flfffcfctt, 5 0 Omg) 
#gPWIS:-£©#&fc«, lUSfcDTISO. 0 lmg Offjtfctt, 0. 0 5mg), ±RR1 0 Omg 
5 Omg) j£AK:ftLT, 1 BSfct) 175M6 0, &RlZ&VX&&tZ>Z.bifi 

JfD.4'7^^^9 1 >^^TT^^tfcJ;t)^T5^1i (finite, *©!gfi©3gfifci: 
t) jfiL«f» 7r>f #*£^>««j^TT5$SJ&) ©»**fcttTO©fc*©S«aftidg* £ LTWJB 
T?abS. *5SW©^»^T»SHMG-CoAfi7£»*Ba«a»4, 7x^*7? L >g£if 
$ ; UTr-f tf*7^>]fa^©&&£fc«TO ; -f >7 U >J^ttt»# ; -» Kn-AXfe b< 
«*7#U y HD-A©»*SfcttTO;«m ttJKJft*0F£ (*UR& *fe 
BftP* OTJRtfSJiSStr), ftjh£E&' ■5»*>U<tt»IR«fl35[E©i&«*fctt ; PI»;*J:af,- 

SfcttTO©fc*©BaGfiJfcfcfcl/T, Hm\z\t. 7T<(tf*? : ?>mtkm&;i&77 : 'tT$*i7 

1 5 
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[56W*«rs&«>©«A©»«] 

OtBKfll) 7r^*Wf>te«W|!JI (in vitro) 
(1) 

MKllJ&lffll&&3T3-LlKJu Aieri can Type Culture Col lect ion (ATCC) iOlAlfc. 3T3-L1 
*3 9-^>3-r««raiU&24^l/-hfcjMiU <M&4tt^fc*ST£WJ&«l (DMEM, 25mM 
iW3— 10KFCS, 100u/ml^->>U>-0.1ing/inl^M/7 p h'T-r'») T, 37*C*3«fcr^5X CO, 
©*ftTT«*l/fc. .«ISJ|im*«ttft«»fca:tjT^650»C, ***1»IK>^U>, 0.5nM 
3^V^;M-^5 i ;i/^>5 t >*J:^UMxW^^y>$mttUfcS«J (DMEM> 25mM^;i/ 
n-x v 10% FCS, 100u/ml^n->U>-0.1mg/mlXhl/^ , h^>'» fcXifcU 'fflJfi©iHb* 

«ift*3.0**fc«fUVi»*JftfcS!ftt, ^H»S10SB©3T3-LlJ|&teiaBliS*SISb 

*fc**©taMb£tttt, Msote»#UTttfflbfc. *fcs*©t»fl3^«tt, 

Ufcfc, ±IS*fcil^©|im<b^lw^ViTfflV^c ! fo©<i:|lS©DMSO^JP^T€^Ufc. 
0.1N*^^hU«>A7K^$JlD^T^bTt)<tVi. 

16 
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(2) 75Mtf*£3 1 >mRNA©8!Jjfc 

K»ft£«jT4fiSL;fc«©*fflI&!£ 0 , •fc/vy-M^^-l'TV^) £8l,>TRNA£»fflL&. 
$HiL;fcRNA£$r?&£:LT, ThermoScript Reverse transcriptase kit (gUiSj^, Invitrogen) 
£/8V>TcDNA£-J&£fT^>fc. ^StlfccDNA^FastStrand DNA Master SYBR Green I (Uis=L- 
jt473J7&4<9l!) *J8V*TilMiU iiig£*lfcPCRg#l£> LightCycler (n->a.«^-f7 

7x^#*£3 1 > : 5 * -GATGGCAGAGATGGCACTCC-3 ' 

5' -CTTGCCAGTGCTGCGGTCAT-3' 
fflM^2:7f>f^^>PCRy7-f7-) 
3.6B4: 5' -GCTCCAAGCAGATGCAGCA-3' (B5i##3 : 36B4PCRy7-f 

5' -CCGGATGTGAGGCAGCAG-3' (G8I#94 : 36B4P CR^-fT-) 

mmT-?cm\z&r)7?j-$z2?y<Dmb&*mMvrc. 7x-y^^^>odirna««, k 

*tll.6<»*J;Ctt.3ffirir*ofc.' 

(3) 75*4. #**?>««*©»£ 

Lfci£#Jt?if0.5/il£l2. 5X SDS-^U7^U;i'75 l«'y<Wt«»»"lC«kD»Hb, £«£©*>-. 
/t*£FVBPll (5 U#7) fcllfc. tt7x>f #*^>&#£PWl^iSg<&£i2\ PBS 

Horseradish peroxidase£&£Lfcia#£KJ£Sitr&. FYDFBt*ife8H,fc«, ECL . 
Detect ion Reagents (7*?z/ J r&7 7)l'Vi'7) SffiV>T77 ; ^^^^>©A>r J ©^m^ff 

±IE (2) £J;tf (3) ©iSSH^O, *«W©««^T**HMG-CoASBcS*E«« 

17 



WO 2004/096278 PCT/JP2004/006100 

o^u^jKtttfifwteaBar*, tug*. tug*&#* ghu& m, m& eft* 

(£16012) 7^#*^?>«flyimffJ| (in vivo) *£tmD&&ttJtafefiUB 
(l) 7?/t;*^?>0Y9x^©flil&*. 

(1) 1Mb 

C57BL/6JT»>X Ottt, SU) £B#£ W7<fc DBfAU 1 BRfflHtldM'fbStt&ft, £K 
fc&JBLfc. gOW« 1 T- V 5 BTfrK 15 (F2, ittM«) *J:tf7Kt4SSSEftS*fc. 
(ii) B@ 

ftfefit MtfomteB. 6ill> 11 jig, 15 Mgfcffofc. gifolcfcHT, A 

(iii) 

7?/X**?>»;fcfcF2i&*fcO,e6X (wt/wt) fcfc£«k5 fcJP*., ^-fcfe*J:5iBIU 

(iv) sajg . 

TTOicjKtbfc. *n^en©aiigfcttW3-^cii-^h93- (73-), ^£ 

7/7yh7r^^^?> EL ISA * y. h CttBtX) £tfv>fc. 

(2) y7AX^^>g#V^X^V^>XU>^#l4m 

^7;tX^^>*16iinBiglM8!^Ufc», #&-£©!£© C57BL/6J (n=5) £ 

2 ftHIMfeSlirfc. #ffi#:©tt^zll^bfcm, -f >X U > (ta-7U X y U -) £ 0. 5uAg 

vwt&m&u &*nmtir, nmis^, 30 6o#, *«fcot % 9o^c^ji«kD» 

( 3 ) ^y^^^>^^^^(D^mmwm^m^rzmm^mum 

(i)-^5;t^^5 t >*16aWa4Lm £<ktf, #«#©»© C57BL/6J T^T. (n=5) «k0 

sm^ffligft&M^^ffitfc. ^mm©jni&iia^«, #k src©*frTTjRofc. utmmz 

18. 



WO 2004/096278 PCT/JP2004/006100 

ttS*T*W><«J»rU lig/kl35ytHfI. *£A/«J8Jft (DMEM, lmli fcTJl/ 

h* h U ^A, 25mM Hepes pH7. 4, 0. IK BSA, lOOu/ml 'S-S' U >-0. lmg/ml X h 
-f$^» £in*.> 37*0, 80|IJi|£/#T^£-5U£. 2. 5 ftM©±BB*»fcin*., ttlfi 

SHItt^ 260jtim ©* y ">afcaUTJKJ»IBIJ»***Vi^M lOO^m ©* y ^afcjibTJB 

^V^jx-r/lCJl]*., 30*07? 30 ftmmmXsrz. *©&> 0.6/iCi©^ilb;fc2-x:f*~>^ 

;i>3-**jd*» ssfcsoaraEjsufc. £j6i©ttis^§, >"jn>^;^^tr^> 
fa-^i:itl^»ifc. JBJftlBJe*^tr±Jio*<;uji*±-f 7t?«ohiu, 4ni ©M 

#*»3 t U->>3>;&£>^— Mtoirj-JU Hionic Fluor (/1~4->x;UT— ) &£&tf?;isf 
(4) £g£ 

±13 (1) fc&wr, C57BL/6I T^fcT^AT^^S: 15 jIRfl&^U j&L»4t43j;tf7x 

**?>i8*«, #S##©1..28»T»o&. 

±13 (2) fc$m*^>*U>&*m*T?WU ^>XU>&^60#K43Vvr, 

*a##«fcDt>«fcJl««STlfft: (IHft4#©il«Hi:148Bg/dK'fi^»© 
JfaSf^a : I10mg/dl)o 

±13 (3) tsw-* C57BL/6J ^xomsmmz^x. 75rtx*9->istJm\tjm>m 

#*tt, ■#»#»© L 4 fcTfc-afc. 
EU©I8*J; 0 , *3BW©*3»JSfc^T**HMG- C o A&tgB*B£8I& 7t^ 

*B©»**fctt^M? ; -f >x U >&£xttafc# ; 5/>K n-AXfe L < 'J «y^7 -» j* p- 

1 9 
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D-X (LH2K Ittfll) 20 SC. «fft-fe;Wn-X (7H-k;i/PH10K JflfcJfcESI) 20 B&, 
fcitf, ^^^r-rm7;P5>^T^->^A (y-r->'J>FL2, S±<t#Ifi) 6.5^$A>-> 

x;i/5+-y— (=#&0i) Tig£l/&&, #Stifc«-&%fc io%hpp^^^ntr;Wr;pa«- 

T, "fl 7. Omm <Dm\ZM&?2>. 



2 0 
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1 . 1 mZtzte 2 1WOHMG- C o AfiTcBSKm&^jfta t LT^WT £ 7r^ 

2. HMG-CoASK»*M3Bjj«, y^/U^^X O/U^fX -»AX^>, 7 

^at^x -feu^^x 7h;wt**? t >, tr^Ax^x nxAx*?> 

3 . HMG — C o A&TgtfXni&ffltf. zK$&©HMG- C o AXTCMttBS*ll'?&£1ft$© 

4 . HMG- C o A87cff*Big*f*t, 7yn7s??>*> V< Wtomtft* * nxA 

5. HMG- C o Aj&7m%MgM&, ^7;tX^^>*5=t^n7.A7N^5 i >^S^^# t i;0 
3Ift$tt*^JTfcSf&3£©$BHai 1 

6. HMG-C o A^^E^J^y7A*X^?>TS§ff*0|gfflmi^©E^iia^%. 

7 . i nstcte 2 to±©*«©hmg- c o AmmmmmMzmwi&fttLT'SGtz 

8 . *JWtOHMG-C o AM7C#»*»> 7 , 5AX^^> ! fe L < tt"*©li*WfcS 
nx/U^>fel < «^©H«f^ S&SfM: Dil^$n5»T^Sffl*©$gH^ 7 js© 

9. *»tt©HMG-C.oAJt5c«*fi«a^ ^AX^XtS.fctfoXAX^XfcSfc 
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1 0. *»tt©HMG-CoAflfcrcBJfcfi«flj&*, 77/tX^>T&£it#©®Hf£7Jg© 

i 

1 1. lM£tz\t2mU±<D7k®&(DHMG-CoAMjtWmMm!te&®J&ft tLT^%? 

12. *»ft©HMG-CoA«7n**E*JW^ ^/t^^feb <«*©&»#, fcj; 
tf. o^;^^5 t >feb<«-€-og|«#^6fes»«k D«R3tt«|£rc*«ra©ttnft 1 l 
E©B*SiSaj&&. 

1 3 . *«ohmg-c o Ammmmmrnw, 7yn7s??>&&vnwz??->fr $ 

1 4. *»ft©HMG- C o A»cB*EiBW^ y^/lX^^TfcSflfcfcOfcgMI 1 1 g 

15. 1 SSfctt 2 HEU0HMG - C o A«7C»*|fi«3a«^|$^i LT«W*r*'^> P 
D-AXfcL< tt^^#U y Hn-A©M*^ttTO©fcJ&©®Bawg*. 

16. HMG-C qA«7^*6M£H#, -fyK^^y, n;U^f>, 5/>nx^>, 
7frnX9*>* -feU/U^X 7hM7^X '\L*r\7s*f'>* &«ktf, DX/U^^ 1 

>*s&5»io«sn*seaT**ii*©teHai 5^©E^m«. 

1 7. HMG-C o Al7cm;m«t, *jjMt©HMG-'C o Aj^B*E&fflT$£flft& 
©Hffl^l 5^©E^afife^j. 

1 8 . HMG- C o AXKflttBSffljtt ^J\7,9^>% V < )t^<omm^ £ J;tf, b'a 

22 
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mm®. 

19. HMG-C o AItcMW ^7/U3'?>i3 t tt)!D^;U3'?>^&&5gj; 

2 0. HMG-C o Ajt7C**ELM#t> 77/tX^>T&3it;fc©tSfflm 5g©BXtt 

2 1. 1 2 «&±©#»tt©HMG- C O A87cMflm*Mft&& UT^*-r 

2 2 . 7jc*§&©HMG- C o AS5c»SSE$«, ^/U^^fel < «:■*©»##, 
tf, DX/U^f>'b L< ^©St^^SfeSSJ; D^^n5^BT»Stt*©$gH^2 1 

2 3. **tt©HMG-CoAabBH*IB»3W^ :/7/tX*^>:fe£tfnX/lX^>^$ 
^*»«J:0S^Sn«»^!lT»S»*©«6H®2 l^©Eg^3fiJ«. 

2 4. *»tt©HMG-CoAa7C«*jH«a^ ?5/lX:^>Tfc*lt:£©«gfflSg2.1E 

'©B%&j$tt. 

2 5. 1 «*fctt 2tt^±©*»tt©HMG- C o AlTcMBmntJ^^ UT^JfrT 
§JiE^©?&S^fe«^B5©fc©©E^m^^. 

2 6. ^toHMG-co Amm%mw%w, 77rtz*r><hv<\t*<z>mmfts 

^nx;tx^5 t >%U<tt^©SI«#^6^s^J:0^$nsil^T*SW*©|gH^2 5 
3©E%f&J&Kl. 

2 3 
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2.7. *«Ftt©HMG-CoA«5n»*E««a^ 77rtZ9?>&£&uXrtZ*?>frt, 
2 8. **tt©HMG-C oAaK**Baft«*J, 77/tX^>Trfc*IW*©«B*2 59 

2 9. 1 8££«28£U©*igft©HMG-C o Ai7gmtni««ll^& l/T^firT 

3 0. *»tt©HMG-C o A«7c»*B«W*J, ^9AX^^>"bb<'f4*©WH»s 43 J: 
^nxn^^>feb<tt^©^##^S^S»J:DS^Sn«liiSBT*^«^©$gH^2 9 . 

9©bs&&/&8&. 

3 1. *^©HMG-CoAa^B*fi«W*»,^5/t^^5 l >*«fcatDX;^^>*»6 
■&«»J:Dmsn«m?&3tt$©ttH£2 9 «©£*&£«. 

3 2. *&tt©HMG-CoA«7G»*IS^#» ^/t*^>Tfc£ft#©«&BSSS2.99 

©£*&&«. 

3 3. ia*fctt2aa±©*»tt©HMG-c o AMxwx&mM&m%m& tLxisirr 

3 4. 7K^tt©HMG-c o Ammmmmmifi, ^n^^>%L<\^t<Dmm^ 
9©Ete&l&„ 

3 5 . *$&©HMG- C o ASTcffSBttfltf, JyrtZfryS&zSazrtXfryfr 5 

fcssy: o ®^$ns^si?*s»^©$gffl^ 3 3 mnmmjm. 
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3 9. tIc^©hmg-c o Am7mmm.mWs ^Ax^>^nu^x^^>^ 

4 0. 7K^ftCDHMG-C o AjiTC^ia^J^ y7AX^^>T&S»^©$gffl^3 7T% 
4 1. 1 i$fdi21PiiOHMG-C o AMttBmm%M<DG®&*mLMmz®-$?Z7 
4 2. ia^fc«2@^±(DHMG-Co AM^^S^O^*^Mjf[LSl%{'^-r§'> 
4 3. HMG-CoAS7C^m#^, T^AX^X n/\*X*^>, 

7;wtx^^x -feUAx^^x y'hMx^^x tf^/tx^x &<kt* nx/tx^^ 



4 4. HMG— 



c o AMymmmmm^ *«©hmg 

2 5 



-Co AiTciiMTfeSf^ 
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4 5. hmg-c oAmmmmpffifi, 75rt**^>«>L< &&zt. 
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SEQUENCE LISTING 

<I10> Shimomura, Iichiro 
Matsuzawa, Yuji 
Funahashi, Tohru 
Sankyo Company, Limited . 

<120> Adiponectin Production Enhancer 

<130> FP0412KB 

<160> 4 

<170> Patentln Ver. 2.1 

<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Seqnence 
<220> 

<223> Inventor: Shimomura, Iichiro 
Inventor: Matsuzawa, Yuji 
Inventor: Funahashi, Tohru 
Inventor: Takagi, Toshiyuki 

<220> 

<223> Description of Artificial Sequence: An adiponectin PCR primer. 
<400> 1 

gatggcagagatggcactcc 20 

<210> 2 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
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<220> 

.<223> Description of Artificial' Sequence: An adiponectin PCR primer. 
<400> 2 

cttgccagtgctgcggtcat 20 

<210> 3 
<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223>. Description of Artificial Sequence: A 36B4 PCR primer. 
<400> 3 

gctccaagcagatgcagca 19 

<210> 4 
<211> 18 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: A 36B4 PCR primer. 
<400> 4 

ccggatgtgaggcagcag 18 
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